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RN 331822-92-5 HCAPLUS 

CN Pseudomycin B, 8- [ ( 3S ) -3-hydroxy-N- { 2-hydroxyethyl ) -L-asparagine] - (9CI) 
(CA INDEX NAME) 



Searched by Mary Jane Ruhl x 22524 



Page 142 



Mayer 10/009, 654 



26/05/2004 



OH 0 

I II 
Me- (CH2) 10 -CH-CH2-C-NH 

OH 

C1CH2-CH^^ 



O 



■0 



HN 



H 



0 

HO-CH2-CH2~NH- C- CH 
0 OH 



H 



Me- - CH 



CH2- CH2 - NH2 

CH2-' CO2H 



0 



o 



H 

H 



(CH2)4- NH2 



0 



0 CH2-CH2-NH2 
CH-Me 
OH 



RN 331822-93-6 HCAPLUS 

CN Pseudomycin B, 8- [ (3S) -N- [2- (dimethylamino) ethyl] -3-hydroxy-L-asparagine] 
(9CI) (CA INDEX NAME) 
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CN Pseudomycin B, 8- [ (3S) -N- [3- (dimethylamino ) propyl ] -3-hydroxy-L-asparagine] 
(9CI) (CA INDEX NAME) 
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CN Pseudomycin B, 8- [ { 3S ) -3-hydroxy-N- {2-inethoxy-2-oxoethyl ) -L-asparagine] ■ 
(9CI) (CA INDEX NAME) 
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RN 331822-96-9 HCAPLUS 

CN Pseudomycin B, 8- [( 3S ) -3-hydroxy-N- [( IS) -2-methoxy-2-oxo-l- 
(phenylmethyl) ethyl] -L-asparagine]- (9CI) (CA INDEX NAME) 
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IT 277758-37-9 319015-31-1 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation and antifungal activity of pseudomycin B amides) 
RN 277758-37-9 HCAPLUS 

CN Pseudomycin B, 2- [ (2R) -2-amino-4- [[ (phenylmethoxy) carbonyl] amino] butanoic 

acid] -4- [N6- [ (phenylmethoxy) carbonyl] -L-lysine] -5- [ (2S) -2-amino-4- 

[[ (phenylmethoxy) carbonyl] amino] butanoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 319015-31-1 HCAPLUS 

ON Pseudomycin B, 2 - [ (2R) -2-amino-4- [ [ ( 2-propenyloxy ) carbonyl ] ammo] but anoic 
acid] -4- [N6- [ (2-propenyloxy) carbonyl] -L-lysine] -5- [ (23) -2-amino-4- [ [ (2- 
propenyloxy) carbonyl] amino] butanoic acid]- (9CI) 



(CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 
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AB Pseudomycin analogs I [R is a substituent having alkyl, acylaminomethyl, 
Ph, phenylhydroxyalkyl, or 3-pyridyl radicals of defined structure; Rl = 
NH2 or pLtected amino; R2, R3 = OH, aikoxy, cycloalkyloxy, an ammo group 
or amino acid residue, etc.] and their pharmaceutically acceptable salts 
were prepared for use as antifungal agents. Thus, Cbz-protected pseudomycxn 
B was treated with ethanol or cyclopropylamine to yield the di-Et ester 
and the monocyclopropylamide (COR2-position) , resp., following 
deprotection. Fungicidal activity as a function of amidation position is 
discussed. 

IT 319497-03-5P 319497-04-6P 319497-05-7P 
319497-06-8P 319497-07-9P 319497-10-4P 
319497-12-6P 319497-16-OP 319497-17-lP 
3194 97— X 9""3P 

RL- BAG {Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN {Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
(preparation of pseudomycin amide and ester analogs) 
RN 319497-03-5 HCAPLUS 

CN Pseudomycin B, diethyl ester (901) (OA INDEX NAME) 
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RN 319497-04-6 HCAPLUS 

CN Pseudomycin B, dipropyl ester (901) {CA INDEX NAME) 
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CN Pseudomycin 3-pentyl ester {9CI) (CA INDEX NAME) 
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RN 319497-06-8 HCAPLUS 

CN Pseudomycin B, 8-pentyl ester (9CI) (CA INDEX NAME) 
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RN 319497-07-9 HCAPLUS 

CN Pseudomycin B, 3-L-asparagine- (9CI) (CA INDEX NAME) 
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RN 319497-10-4 HCAPLUS 

CN Pseudomycin B, 3- (N-cyclopropyl-L-asparagine) - (9CI) (CA INDEX NAME) 
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RN 319497-12-6 HCAPLUS 

CN Pseudomycin B, 3- [N- { 3-pyridinylmethyl) -L-asparagine] - (9CI) (CA INDEX 
NAME) 
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RN 319497-16-0 HCAPLUS 

CN Pseudomycin B, 8- [ { 3S ) -N-butyl-3-hydroxy~L-asparagine] - {9CI) (CA INDEX 
NAME) 
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RN 3194 97-17-1 HCAPLUS 

CN Pseudomycin B, 8- [ (3S) -3-hydroxy-N- [2- (4-morpholinyl) ethyl] -L-asparagme] 

(9CI) (CA INDEX NTVME) 
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RN 319497-19-3 HCAPLUS 

CN Pseudomycin B, 3- (N-heptyl-L-asparagine ) - (9CI) (CA INDEX NAME) 
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CN 



139203-13-7, Pseudomycin a 277758-37-9 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of pseudomycin amide and ester analogs) 
139203-13-7 HCAPLUS 

Pseudomycin A (9CI) (CA INDEX NAME) 
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Pseudomycin B, 2- [ {2R) -2-amino-4- [ [ (phenylmethoxy) carbonyl] amino] butanoic 
acid] -4- [N6- [ (phenylmethoxy) carbonyl] -L-lysine] -5- [ (23) 
[ [ (phenylmethoxy) carbonyl] amino] butanoic acid] - ( 9CI ) 



-2-amino-4- 
(CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 
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IT 319015-31-lP 319497-02-4P 319497-08-OP 
319497-09-lP 319497-11-5P 319497-13-7P 
319497-14-8P 319497-15-9P 319497-18-2P 

RL: RCT (Reactant); SPN {Synthetic preparation); PREP (Preparation); RACT 

{Reactant or reagent) 

(preparation of pseudomycin amide and ester analogs) 

cS Ps^udomjc^ [ {2R) -2-amino-4- [ [ (2-propenyloxy ) carbonyl ] amino] butane 

acid] -4^ [N6- [ (2-propenyloxy) carbonyl] -L-lysme] -5- [ ( 2S ) -2-amino-4- I [ (2- 
pripenyloxy)carbonyl]aM^^ acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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319497-02-4 HCAPLUS 

Pseudomycin A, 2-[ (2R) -2-amino-4-[ [ ( 2-propenyloxy) carbonyl ] amino] butanoic 
acid] -4- [N6- [ (2-propenyloxy) carbonyl] -L-lysine] -5- [ ( 2S ) -2-amino-4- [ [ (2- 
propenyloxy) carbonyl] amino] butanoic acid]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 319497-08-0 HCAPLUS ^ , , . , ^ 

CN Pseudomycin 2- [ ( 2R) -2-amino-4- [ [ (phenylmethoxy) carbonyl ] amino ] butano 

acid] -3-L-asparagine-4- [N6- [ (phenylmethoxy ) carbonyl] -L-lysme] -5- [ (2S 
amino-4-[ [ (phenylmethoxy)carbonyl] amino] butanoic acid]- (9CI) (CA INDbX 

NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 
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319497-09-1 HCAPLUS 

Pseudomycin B, 2- [ (2R) -2-amino-4- [ [ (phenylmethoxy ) carbonyl] ammo] butanoic 
acid] -3- (N-cyclopropyl-L-asparagine) -4- [N6- [ (phenylmethoxy) carbonyl] -L- 
lysine] -5- [ (2S) -2-amino-4- [ [ (phenylmethoxy ) carbonyl] amino] butanoic acid] 
(9CI) (OA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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■ H 



{CH2)10 



Me 



II Pseudomic^^ B^^T-T^) -2-amino-4- [ [ ( 2-propenyloxy ) carbonyl] amino] but^ 

acid] -3- (N-cyclopropyl-L-asparagine) -4- [N6- [ ( 2-propenyloxy) carbonyl ] -L- 
lysine] -5- [ (25) -2-amino-4- [ [ {2-propenyloxy) carbonyl] ammo] butanoic acid] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN S19497-13-7 HCAPLUS , ^ 

CN Pseudomycin B, 2- [ (2R) -2-amino-4- [ [ (phenylmethoxy ) carbonyl] amino] butanoxc 
acid] -3- [N- (3-pyridinylniethyl) -L-asparagme] -4- [N6- 
r (phenvlmethoxy) carbonyl] -L-lysine] -5- [ (2S) -2-amino-4- 

[[^Syl-ethoxy) carbonyl] amino] b acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 319497-14-8 HCAPLUS . ■ nu^ ■ 

CN Pseudomycin B, 2- [ (2R) -2-amino-4- [ [ (phenylmethoxy) carbonyl] ammo] butanoic 
acid] -3- [N- [ ( IS ) -5-amino-l- (methoxycarbonyl ) pentyl ] -L-asparagme] -4- [N6- 
[ (phenylmethoxy) carbonyl] -L-lysine] -5- [ { 2S ) -2-amino-4- 

[[ (phenylmethoxy) carbonyl] amino] butanoic acid]- {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 319497-15-9 HCAPLUS 

CN Pseudomycin B, 2- [ {2R) -2-amino-4- [ [ (phenylmethoxy) carbonyl] ammo] butanoic 
acid] -4- [N6- [ (phenylmethoxy ) carbonyl] -L-lysine] -5- [ {2S) -2-amino-4- 
[ [ (phenylmethoxy) carbonyl] amino] butanoic acid] -8- [ ( 3S ) -N-butyl-3-hydroxy-; 
asparagine]- {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN Pseudomycin B, 2- [( 2R) -2-3111100-4- [[( 2-propenyloxy) carbonyl ] amino] butanoic 
acid] -4- [N6- [ ( 2-propenyloxy) carbonyl ] -L-lysine] -5- [ (2S) -2-amino-4- [ [ (2- 
propenyloxy) carbonyl] amino] butanoic acid] -8- [ { 3S ) -3-hydroxy-N- [ 2- { 4- 
morpholinyl) ethyl] -L-asparagine]- ( 9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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AB Amine-modified pseudomycin compds . I [R is a substituent having alkyl, 

acylaminoraethyl, Ph, phenylhydroxyalkyl , or 3-pyridyl radicals of defined 
structure; Rl = H, formyl, acylalkyl, acylalkylamine, acylazaalkyl, 
acyloxyalkene, acyloxyaryl, or acylmethylenecarbamate , provided that at 
least one Rl is not H; R2, R3 = OH, alkoxy, cycloalkyloxy , an amino group 
or amino acid residue, etc.] and their pharmaceutically acceptable salts 
were prepared for use as antifungal agents. Thus, pseudomycin B was treated 
with Cbz-Gly-ONSu (Cbz = benzyloxycarbonyl, NSU = succinimide residue) to 
yield the N, N * , N ' ' -tri-glycyl derivative, following deprotection . 

IT 139203-14-8, Pseudomycin b 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of amine-modif led pseudomycin compds.) 

RN 139203-14-8 HCAPLUS 

CN Pseudomycin B (9CI) (CA INDEX NAME) 
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IT 319015-35-5P 

RL: RCT (Reactant); SPN ( Synthetic preparation ) ; PREP (Preparation); RACT 
(Reactant or reagent) 

{preparation of amine-modif ied pseudomycin compds . ) 
RN 319015-35-5 HCAPLUS 

CN Pseudomycin B, 2- [N4- [N- [ (phenylmethoxy) carbonyl] glycyl] - (2R) -2, 4- 

diaminobutanoic acid] -4- [N6- [N- [ (phenylmethoxy) carbonyl] glycyl] -L-lysine] - 
5_ []^4_ []sf- [ (phenylmethoxy) carbonyl] glycyl] - (2S) -2, 4-diaminobutanoic acid] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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IT 319015-20-8P 319015-27-5P 319015-31-lP 

RL: SPN (Synthetic preparation) / THU (Therapeutic use) ; BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(preparation of amine-modif ied pseudomycin compds . ) 
RN 319015-20-8 HCAPLUS 

CN Pseudomycin B, 2- [N4-glycyl- { 2R) -2 , 4-diaininobutanoic acid] -4- (N6-glycyl-L- 
lysine)-5-[N4-glycyl-(2S)-2,4-diaminobutanoic acid]- {9CI) (OA INDEX 

NAME ) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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Pseudomycin B, 2- [ (2R) -2-amino-4- [ {phenoxycarbonyl ) ammo] butanoic 

acid] -4- [N6- (phenoxycarbonyl) -L-lysine] -5- [ (2S) -2-amino-4- 

[ (phenoxycarbonyl) amino] butanoic acid]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 
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319015-31-1 HCAPLUS 

Pseudomycin B, 2- [ (2R) -2-amino-4- [ [ ( 2-propenyloxy ) carbonyl] ammo ] butanoic 
acid] -4- [N6- [ { 2-propenyloxy ) carbonyl] -L-lysine] -5- [ { 2S ) -2-aniino-4- [ [ {2- 
propenyloxy)carbonyl] amino] but anoic acid]- (9CI) (OA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 
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product comprises reacting the pseudomycin with a deacylating enzyme to 
produce the pseudomycin nucleus. Thus, treating pseudomycin A with 
purified ECB deacylase in aqueous buffered solution afforded a compound 
(C37H61C1N12017) resulting from cleavage of the 2 , 4 -dihydroxytetradecanoyl 
group and an isomer resulting from rearrangement of the pseudomycin 
hydroxy nucleus [OCH2CHNH2 -> NHCH (CH20H) ] . 

IT 139203-13-7, Pseudomycin a 139203-14-8, Pseudomycin b 
139203-15-9, Pseudomycin c 162443-73-4, Pseudomycin c' 
301533-14-2, Pseudomycin A' 301533-15-3, Pseudomycin B' 
RL: RCT (Reactant); RACT (Reactant or reagent) 
(deacylation of lipodepsipeptides ) 
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RN 301533-14-2 HCAPLUS 

CN L-Threonine, N- (3, 4 -dihydroxy-l-oxopentadecyl ) ~L-seryl- (2R) -2, 4- 
diaminobutanoyl-L-a-aspartyl-L-lysyl- (2S) -2, 4-diaminobutanoyl-L- 
allothreonyl- (2Z) -2-amino-2-butenoyl- ( 3S ) -3-hydroxy-L-a-aspartyl-4- 
chloro-, (9-^13) -lactone {9CI) (CA INDEX NAME) 
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a-aspartyl-L-lysyl- ( 2S ) -2 , 4-diarninobutanoyl-L-allothreonyl- {2Z)-2- 
amino-2-butenoyl- (3S) -3-hydroxy-L-a-aspartyl-4-chloro-, 
(9-^13) -lactone (9CI) (CA INDEX NAME) 
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AB 



Pseudomycin analogs I [R is a substituent having alkyl, acylaininomethyl , 
Ph, phenylhydroxyalkyl, or 3-pyridyl radicals of defined structure] and 
their stereoisomers and pharmaceutically acceptable salts were prepared for 
use as antifungal agents. Thus, treating Cbz-protected pseudomycrn 
nucleus with 3- ( 3-dodecylphenyl) -3-hydroxypropanoic acid (Q-OH, preparation 
given) and deprotection afforded I (R = Q) as a mixture of diastereomers . 
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RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of pseudomycin N-acyl side-chain analogs) 

RN 321581-66-2 HCAPLUS o n o - a 

CN Pseudomycin A, 1- [N- ( 1-oxotetradecyl) -L-serine] -2- [ ( 2R) -'2-amino-4- 

[ [ (phenylmethoxy) carbonyl ] amino] butanoic acid] -4- [N6- 
[ (phenylmethoxy) carbonyl] -L-lysine] -5- [ (2S ) -2-amino-4- 

[[Wnylmethoxy) carbonyl] amino] butanoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 321581-78-6 HCAPLUS 

CN Pseudomycin A, 1- [N- [ (3R) -3- ( 3-dodecylphenyl ) -3-hydroxy-l-oxopropyl ] -L- 
serine] -2- [ (2R) -2"ainino-4 - [ [ (phenylmethoxy ) carbonyl ] ammo] butanoxc 
acid] -4- [N6- [ (phenylmethoxy) carbonyl] -L-lysine] -5- [ (2S) -2-amino-4- 
[[ (phenylmethoxy) carbonyl] amino] butanoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 321581-79-7 HCAPLUS ^ 
CN Pseudomycin A, 1- [N- [ ( 3S ) -3- ( 3-dodecylphenyl ) -3-hydroxy-l-oxopropyl ] -L- 
serine] -2- [ (2R) -2-amino-4- [ [ {phenylmethoxy ) carbonyl ] amino] butanoic 
acid] -4- [N6- [ (phenylmethoxy) carbonyl] -L-lysine] -5- [ (2S ) -2-amino-4- 
[[ (phenylmethoxy) carbonyl] amino] butanoic acid]- (901) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 321581-87-7 HCAPLUS . . ^ ^ 

CN Pseudomycin A, 1- [N- [ ( 3R) -l-oxo-3- [ [ (phenylmethoxy) carbonyl] ammo] tetradec 
yl] -L-serine] -2- [ (2R) -2-amino-4- [ [ (phenylmethoxy) carbonyl] amino] butanoic 
acidl -4- [N6- [ (phenylmethoxy) carbonyl ] -L-lysine] -5- [ ( 2S ) -2-amino-4 - 
[[(phenylmethoxy) carbonyl] amino] butanoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
Double bond geometry as shown. 
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Pseudomycin A, 1- [N- [ { 3R, 13Z ) -3-hydroxy-2 , 2-dimethyl-l-oxo- 
L-serine] -2- [ (2R) -2-amino-4- [ [ (phenylmethoxy ) carbonyl ] ammo J but anoic 
acidl -4- [N6- [ (phenylmethoxy) carbonyl ] -L-lysine] -5- [ (2S) -2-amxno 4 
tupLnyimethoxy) J^^^ acid]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 
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Pseudomycin A l-< [N- [ ( 3R) -3-hydroxy-2, 2-dimethyl-l-oxo-lO 12- 
tetradecadienyl]-L-serine]-2-[(2R)-2-amino-4-[n2- 



L-lT?L'n' n2l) ^ ^^^^^ f^^- f (2-Propenyloxy) carbonyl] ■ 



Absolute stereochemistry. 

Double bond geometry as described by E or Z. 



H2C.,,^ 



PAGE 1-A 
0 



H 



H2C 



Searched by Mary Jane Ruhl x 22524 



Page 191 



Mayer 10/009,654 



26/05/2004 



Me, .OH 



Me, 
R. Z 



HN 



N' 
H 



H 



-N 0 
H 



O 



H 



. (CH2)4 



C02H H2a 



Me 



OH 



PAGE 1-B 



HO. 
H. 



N' 
H 



.C02H 



{CH2)6.. R... N 



■Me 



Me 



OH 



PAGE 1-C 



S 



CH2CI 



^-0 



IT 



RN 
ON 



307498-31-3P 307498-34-6P 321581-80-OP 
321581-81-lP 321581-86-6P 321581-90-2P 

321581-96-8P , . ^ . ^ 

RL: SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological 

study); PREP (Preparation); USES (Uses) 

(preparation of pseudomycin N-acyl side-chain analogs) 
307498-31-3 HCAPLUS 

Pseudomycin A, 1- [N- [ (3S ) -3- ( 3-dodecylphenyl ) -3-hydroxy-l-oxopropyl] -L- 
serine]- (9CI) (CA INDEX NAME) 
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CN Pseudomycin A, 1- [N- [ { 3R) -3- ( 3-doclecylp.henyl ) -3-hydroxy-l-oxopropyl] -L- 
serine]- (9CI) (CA INDEX NAME) 
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CN Pseudomycin A, 1- [N- [3- (3-dodecylphenyl ) -l-oxo-2-propenyl ] -L-serme] 
(9CI) (CA INDEX NAME) 
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RN 321581-86-6 HCAPLUS 

CN Pseudomycin A, 1- [N- [ ( 3R) -3-amino-l-oxotetradecyl] -L-serine] - {9CI) (CA 
INDEX NAME) 
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RN 321581-90-2 HCAPLUS 

CN Pseudomycin A, 1- [N- [ (3R, 13Z ) -3-hydroxy-2 , 2-dimethyl-l-oxo-13-octadecenyl ] ■ 
L-serine]- (9CI) (CA INDEX NAME) 
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CN Pseudomycin B, hydrate {9CI) (CA INDEX NAME) 
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Syntheses and biological evaluation of novel 
pseudomycin side-chain analogs. Part 2 

Chen, S.-H.; Sun, X.; Boyer, R. / Paschal, J,; Zeckner, 
D.; Current, W.; Zweifel, M. ; Rodriguez, M. 
Lilly Corporate Center, A Division of Eli Lilly and 
Company, Lilly Research Laboratories, Indianapolis, 
IN, 46285, USA 

Bioorganic h. Medicinal Chemistry Letters (2000), 
10(18), 2107-2110 
CODEN: BMCLE8; ISSN: 0960-894X 
Elsevier Science Ltd. 

Journal 
English 

CASREACT 134:5138 

A series of aliphatic side-chain analogs of pseudomycin was synthesized and 
biol. evaluated. We found that several of the pseudomycin side-chain _ 
analogs exhibited good in vitro activity against all three major fungi 
responsible for systemic fungal infections. 
139203-14-8P, Pseudomycin B 307557-76-2P 
307557-77-3P 307557-78-4P 307557-79-5P 
307557-80-8P 307557-81-9P 308110-73-8P, 

3'-epi-Pseudomycin B 308110-74-9P, 3 ' -rac-Pseudomycin B 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; BIOL (Biological 
study); PREP (Preparation) 

(preparation of pseudomycin side-chain analogs as fungicides) 
139203-14-8 HCAPLUS 

Pseudomycin B (9CI) (CA INDEX NAME) 



L59 ANSWER 19 OF 2 6 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 

CORPORATE SOURCE: 



SOURCE 



PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE : 
OTHER SOURCE (S) : 
AB 



Searched by Mary Jane Ruhl x 22524 



Page 229 



Mayer 10/009,654 



OH 



0 

11 
I i 



Me- (CH2)10~CH- CH2-C- NH 
OH 0 

• I w 

■0. 



C1CH2-CH / 
HN. 



\ 



H 



IT 



H02C~ CH 

i 

OH 



CH2-CH2-NH2 

^ CH2 CO2H 



H 



'N' I 
H 0 





P H 


H..-- 




... N. 


N' 




H 






H 






~ N 



(CH2) 4~NH2 



Me- CH 



0 

0 CH2~CH2-NH2 
CH- Me 
OH 



RN 307557-76-2 HCAPLUS , 
ON Pseudomycin A, 1- [N- [ ( 3R) -3-hydroxy-l-oxooctadecyl] -L-serine] 

INDEX NAME) 



OH 0 

I II 
Me-- {CH2) 14 •CH-CH2 -C~NH 



OH 0 



CICH2-CH. 



CH2-CH2-NH2 

CH2-CO2H 



0 



o 



HN„ 

/ 

0 

HO2C-CH 
OH 



H 

N. 



H 0 



H 

N' 
H 



O 



H 



H 

N' 



(CH2) 4- NH2 



0 



Me- CH 



0 CH2-CH2-NH2 
CH~Me 
OH 



RN 307557-77-3 HCAPLUS , , 

CN Pseudomycin A, 1- [N- [ (3S) -3-hydroxy-l-oxooctadecyl] -L-seririe, 

INDEX NAME) 



Searched by Mary Jane Ruhl x 22524 



Mayer 10/009, 654 



26/05/2004 



OH O 

I II 
Me- (CH2 ) 14 - CH CH2- C- NH 



OH 0 



C1CH2 - CH^ 



HN 

n 

HO2C-CH 
OH 



H 



CH2 -CH2-~ NH2 

CH2-CO2H 

I? ^ 

.... 



0 



H 0 



H, 
N' 
H 



H 



(CH2) 4 NH2 



O 



Me- CH 



0 CH2 CH2-NH2 
CH-Me 

OH 



RN 307557-78-4 HCAPLUS 

ON Pseudomycin A, 1- [N- (3-hydroxy-l-oxooctadecyl ) -L-serine] - (9CI) (CA INDEX 
NAME) 



OH O 
Me- (CH2) I4-CH-CH2 C-NH 
OH 0 
C1CH2-CH^ y — 0- 

HN 



0 



H 



° I 

HO2C - CH 
OH 



0 



H 

N. 



CH2-CH2-NH2 

CH2- CO2H 

I? ^ 



0 



^N" 
H O 



H 
■ N 
H 



H, 
N' 



{CH2)4-NH2 



0 



Me ■ CH 



0 CH2-CH2-NH2 
CH-Me 

OH 



RN 307557-79-5 HCAPLUS 

CN Pseudomycin A, 1- [N- [ (3R) -3-hydroxy-l-oxoeicosyl] -L-serine] - ( 9CI) {CA 
INDEX NAME) 



Searched by Mary Jane Ruhl x 22524 



Page 231 



Mayer 10/009, 654 



26/05/2004 



OH 0 
Me ■ {CH2) 16-CH-CH2-C-NH 
OH 0 

C1CH2-CH 

HN 



CH2-CH2-NH2 



I i ^ 



0 



CH2-CO2H 



o 



H 



O j o 
HO2C-CH 



H 



' N 
H 

H 



H 



H 

N 



(CH2) 4 -NH2 



0 



OH 



Me- CH 



0 CH2-CH2-NH2 
CH- Me 

OH 



RN 307557-80-8 HCAPLUS 

CN Pseudomycin A, 1- [N- [ (3S) -3-hyciroxy-l-oxoeicosyll -L-serinel - (9CI) (CA 
INDEX NAME) ^ \^ 



OH O 
Me- {CH2) 16"" CH-CH2-C-NH 
OH 0 

■ ^0 



C1CH2-CH^ 



HN 

/f 

0 

H02C~CH 
OH 



H 



I? ^ 
.N. 



H 



0 



0 



CH2 -CH2~NH2 

CH2-CO2H 

I? H 

II .-N . (CH2) 4 •NH2 



O 



N" 




H 




N. 




H '■■ |-| ■ 


1 


If 
0 


CH2 


Me 





Me— CH 



OH 



RN 307557-81-9 HCAPLUS 

CN Pseudomycin A, 1- [N- (3-hydroxy-l-oxoeicosyl) -L-serine] - (9CI) (CA INDEX 
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RN 308110-73-8 HCAPLUS 

CN Pseudomycin B, 1- [N- [ ( 3S ) -3-hyciroxy-l-oxotetradecyl] -L-serinel - (9CI) (CA 
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CN Pseudomycin B, 1- [N- ( 3-hydroxy-l-oxotetradecyl) -L-serinel - (9CI) fCA 
INDEX NAME) i ^ [^n 
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IT 307557-83-lP 307557-85-3P 307557-86-4P 
307557-87-5P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of pseudomycin side-chain, analogs as fungicides) 
RN 307557-83-1 HCAPLUS 

CN Pseudomycin A, 1- [N- [ ( 3R) -3-hydroxy-l-oxooctadecyl ] -L-serine ] -2- [ (2R)-2- 
amino-4- [ [ (phenylmethoxy) carbonyl] amino] butanoic acid] -4- [N6- 
[ (phenylmethoxy) carbonyl] -L-lysine] -5- [ ( 2S ) -2-amino-4- 

[[ (phenylmethoxy) carbonyl] aminojbutanoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 307557-85-3 HCAPLUS 

CN Pseudomycin B, 1- [N- (3-hydroxy-l-oxotetradecyl ) -L-serine] -2- [ (2R) -2-aniino- 
4- [ [ (phenylmethoxy) carbonyl] amino] butanoic acid] -4- [N6- 
[ (phenylmethoxy) carbonyl] -L-lysine] -5- [ ( 2S ) -2-amino-4 - 

[[ (phenylmethoxy) carbonyl] amino] butanoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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AB Pseudomycin prodrugs I [R is a substituent having alkyl, 

acylaminomethyl, Ph, phenylhydroxyalkyl , or 3-pyridyl radicals of defined 
structure; Rl = H, acyloxymethylene-1, 3-'dioxolen-2-one, or 

acyloxymethylenecarboxylate; R2, R3 = OH, alkoxy, cycloal kyloxy, an amino 
group or amino acid residue, etc.] and their pharmaceutically acceptable 
salts were prepared for use as antifungal agents. Thus, pseudomycin C was 
treated with 5-methyl-l , 3-dioxolen-2-one-4-ylmethyl p-nitrophenyl 
carbonate {preparation given) to yield mono-, di-, and tri-substituted 
acyloxyalkylcarbaraate prodrugs which were assayed for tail vein 
toxicity. 

IT 321156-55-2P 321156-56-3P 321156-57-4P 
321156-58-5P 321156-60-9P 321198-86-lP 
321198-87-2P 

RL; BAG (Biological activity or effector, except adverse); BSU {Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
(preparation of pseudomycin prodrugs) 
RN 321156-55-2 HCAPLUS 

CN Pseudomycin C, 2- [ (2R) -2-amino-4- [ [ [ {5-methyl-2-oxo-l, 3-dioxol-4- 

yDmethoxy] carbonyl ] amino] butanoic acid] -4- [N6-[ [ ( 5-methyl-2-oxo-l, 3- 
dioxol-4-yl)methoxy]carbonyl] -L-lysine] -5- [ { 28 ) -2-amino-4 - [ [ [ (5-methyl-2- 
oxo-1, 3-dioxol-4-yl)methoxy] carbonyl ] amino] butanoic acidl - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 321156-56-3 HCAPLUS 

CN Pseudomycin B, 5- [ (2S) -2-ainino-4- [ [ [ (acetyloxy)methoxy] carbonyl] aminojbuta 
noic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 321156-57-4 HCAPLUS 

CN Pseudomycin B, 2- [ (2R) -2-amino-4- [ [ [ ( acetyloxy ) methoxy] carbonyl] aminojbuta 
noic acid] -4- [N6- [ [ { acetyloxy) methoxy] carbonyl] ~L-lysine] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 321156-58-5 HCAPLUS 

CN Pseudomycin B, 2- [ (2R) -2 -amino- 4- [ [ [ (acetyloxy) methoxy] carbonyl] amino] but a 
noic acid] -4- [N6- [ [ ( acetyloxy ) methoxy] carbonyl] -L-lysine] -5- [ (2S) -2-amino- 
4- [[[ (acetyloxy) methoxy] carbonyl] amino] butanoic acid]- (901) (CA INDEX 
NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 321156-60-9 HCAPLUS 

CN Pseudomycin B, 2- [ ( 2R) -2-amino-4- [ [ [ ( 2 , 2-dimethyl-l- 

oxopropoxy)inethoxy] carbonyl] amino] butanoic acid] -3- (N-cyclopropyl-L- 
asparagine) -4- [N6- [ [ (2, 2-dimethyl-l-oxopropoxy) methoxy] carbonyl] -L-lysine] - 
5- [ (23) -2 -amino- 4- [ [ [ (2, 2-dimethyl-l-oxopropoxy ) methoxy] carbonyl] amino] but 
anoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 321198-86-1 HCAPLUS 

ON Pseudomycin C\ monoamide with 4- [( carboxyoxy) methyl] -5-methyl-l , 3-dioxol- 

2 -one (9CI) (CA INDEX NAME) 
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(preparation of pseudomycin prodrugs) 
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Pseudomycin B {9CI) (CA INDKX NAME) 
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RN 162443-73-4 HCAPLUS 

CN Pseudomycin C (9CI) (CA INDEX NAME) 
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RN 321156-59-6 HCAPLUS 

CN Pseudomycin B, 2- [ ( 2R) -2-amino-4- [ [ [ ( 2 , 2-dimethyl-l- 

oxopropoxy) methoxy] carbonyl] amino] but anoic acid] -4-[N6-[ [ {2^ 2-dimethyl- 1- 
oxopropoxyimethoxy] carbonyl] -L-lysine] -5- [ {2S) -2-amino-4- [ [ [ (2, 2-dimethyl- 
1-oxopropoxy) methoxy] carbonyl] amino] butanoic acid]- (9CI) {CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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IT 277758-37-9P 307557-76-2P 307557-83-lP 
319497-03-5P 319497-09-lP 319497-10-4P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(React ant or reagent) 

(preparation of pseudomycin prodrugs) 
RN 277758-37-9 HCAPLUS 

CN Pseudomycin B, 2- [ {2R) -2-amino-4- [ [ (phenylmethoxy ) carbonyl] amino] butanoic 
acid] -4- [N6- [ (phenylmettaoxy ) carbonyi] -L-lysine] -5- [ ( 2S ) -2-amino-4 - 
[[ (phenylmethoxy) carbonyl] amino] butanoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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CN Pseudomycin A, 1- [N- [ ( 3R) -3-hydroxy-l-oxooctadecyl ] -L-serine ] • 
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RN 307557-83-1 HCAPLUS 

CN Pseudomycin A, 1- [N- [ ( 3R) -3-hydroxy- 1-oxooctadecyl ] -L-serine] -2- [ ( 2R) -2- 
ainino-4- [ [ (phenylmethoxy ) carbonyl] amino] butanoic acid] -4- [N6- 
[ (phenylmethoxy) carbonyl] -L-lysine] -5- [ (2S) -2"-amino-4- 

[[ (phenylmethoxy) carbonyl] amino] butanoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 319497-03-5 HCAPLUS 

CN Pseudomycin B, diethyl ester {9CI) 
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RN 319497-09-1 HCAPLUS 

CN Pseudomycin B, 2- [ (2R) -2-amino~4- [ [ (phenylmethoxy) carbonyl] amino] butanoic 
acid] -3- (N-cyclopropyl-L-asparagine) -4- [N6- [ (phenylmethoxy ) carbonyl] -L- 
lysine] -5- [ (2S) -2 -amino- 4- [ [ (phenylmethoxy) carbonyl] amino] but anoic acid] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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CN Pseudomycin B, 3- (N-cyclopropyl-L-asparagine) ■ 



;9CI) (CA INDEX NAME) 
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AB A process for producing one or more pseudomycins is described including 
cultures of Pseudomonas syringae that produce one or more pseudomycins 
having general formula (I) where R is a lipophilic moiety. Thus, 
Pseudomonas syringae strain 67H1 produced pseudomycins A, B, C, and C at ^ 
concns. of 243, 203, 71 and 40 mg/L rasp, in a 5000 L fed batch fermentation 
The pseudomycins were then recovered from the harvested fermentation broth by 
microfiltration to remove cells followed by solvent extraction Extracted ^ 
pseudomycins were further purified by ion exchange and reverse phase liquid 
chromatog . 

IT 139203-13-7P, Pseudomycin A 139203-14-8P, Pseudomycin B 
139203-15-9P, Pseudomycin C 162443-73-4P, Pseudomycin C 
301533-14-2P, Pseudomycin A' 301533-15-3P, Pseudomycin 
B' 

RL: BMF (Bioindustrial manufacture) ; BPN (Biosynthetic preparation) ; PUR 
(Purification or recovery); BIOL (Biological study); PREP (Preparation) 
(Pseudomycin production by Pseudomonas syringae) 
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diaminobutanoyl-L-a-aspartyl-L-lysyl- (2S) -2, 4-diaminobutanoyl-L- 
allothreonyl- (2Z) -2-amino-2-butenoyl- { 3S ) -3-hydroxy-L-a-aspartyl-4- 
chloro-, (9^13) -lactone (9CI) (CA INDEX NAME) 
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The invention discloses a process for the production of the antifungal natural 
products pseudomycin A' and pseudomycin B' by Pseudomonas syringae and the 
various methods for employing the antifungal activity of these _ 
pseudomycins. Pseudomycins A' and B' exhibit antifungal activity against 
Candida albicans, Candida parapsilosis , Cryptococcus neoformans, 
Aspergillus fumigatus, and Histoplasma capsulatum. NMR and mass 
spectrometry indicate structure for pseudomycin A' and structure for 
pseudomycin B'. Also covered in the claims is the administration of these 
compds. and their salts by means of capsules, aerosols, tablets, 
suppositories and i.v. solns. 

301533-14-2P, Pseudomycin A' 301533-15-3P, Pseudomycin 
B ' 

RL- BMF {Bioindustrial manufacture); BPN {Biosynthetic preparation); THU 
{Therapeutic use); BIOL {Biological study); PREP {Preparation); USES 

(Uses) 

(pseudomycin antifungal natural products) 
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AR MPthods and compns. for treating fungal infections that include 

formulations of a pseudomycin or related lipodepsidecapeptide antifungal 
fgent ani a cyclodLtrin are described. The compns. are particularly 
useful in pharmaceutical applications to reduce adverse effects 
rs^uSomicin B (50 mg/kg/day) was adrninistered for 14 days to rats as^^^ 
i V bolus in either 4 weight% hydroxypropyl-p-cyclodextrin (HPCD) or 
i:c;c?odextrin in pH 5 . 0 acetate buffer. The HPCD vehicle provided 
protertion fiom adverse effects of pseudomycin B. As a result, daily 
doseroHhe HPCD formulation were administered for the full 2 wk of the 
study There was some evidence of slight adverse effect at the site of 
Section "rthe cross microscopic level. However, y-CD vehicle d.d 
io? provide adequate protection from adverse effects of Pf ^^^^y^^" 
?his study. Af?er only the first dose swelling and discoloration of the 
tail was noted becoming severe enough to prevent dosing by day 2. 
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(Bio^ogicif activity or'effector, except adverse) ;, BSU (Biological study 
, nclassified) ; THU (Therapeutic use); BIOL (Biological study), USES (Uses) 

(antifingai compns. containing pseudomycin or related lipodepsidecapeptide 
and cyclodextrin) 
139203-13-7 HCAPLUS 

Pseudomycin A (9CI) (CA INDEX NAME) 



IT 



RN 
CN 



Searched by Mary Jane Ruhl x 22524 i^^ge 22 



Mayer 10/009, 654 



26/05/2004 



OH OH O 
Me- (CH2) 9~ CH--CH-CH2-C-NH 

OH 0 



C1CH2-CH^ 



-0 



HN. 



H 



0 ' 0 
H02C -CH 



H 



N 
H 



Me-CH 



OH 



CH2-CH2-NH2 

CH2-CO2H 

0 



0 



H 
H 



H 



H 
N 



(CH2) 4"NH2 



0 



0 CH2-CH2 NH2 
CH -Me 
OH 



RN 139203-14-8 HCAPLUS 

CN Pseudomycin B (9CI) (CA INDEX NAME) 



OH 0 
Me- (CH2)10"CH -CH2-C-NH 
OH 0 
CICH2--CH / o... 

T ■„' 

HN .R. 



// 



HO2C- CH 



OH 



CH2-CH2-NH2 

CH2-CO2H 



0 



H ' 

N" 

H 



0 



H 0 



i"l 



H 

. N... 



H , 
N 



(CH2) 4-NH2 



0 



Me- CH 



0 CH2-CH2 -NH2 
CH-Me 

OH 



RN 139203-15-9 HCAPLUS 

CN Pseudomycin C {9CI) (CA INDEX NAME) 



Searched by Mary Jane Ruhl x 22524 



Page 226 



Mayer 10/009, 654 



26/05/2004 



OH OH O 

I I II 
Me- (CH2) 11-CH-CH-CH2- C ■ NH 



OH 0 



C1CH2-CH^ 



HN 



H 



/ri 



0 

H02C CH 
OH 



H 



Me-CH 



CH2~CH2"NH2 

CH2- CO2H 

1? ^ 



O 



H 
N 
H 



{CH2)4-NH2 



H 
N 



O 



0 CH2-CH2~NH2 
CH- Me 

OH 



RN 162443-73-4 HCAPLUS 

CN Pseudomycin C (9CI) (CA INDEX NAME) 



OH 0 
Me- (CH2 ) 12 ~ CH- CH2" C- NH 



OH 0 



W 



0 



C1CH2-CH^^^ /' 0,,^ [|^^.. 
HN 

N' 



H 

N.. 



HO2C- CH 



OH 



0 



H 



Me CH 



CH2— CH2- Nn2 

CH2 CO2H 



0 



H 

N' 
H 
N. 



0 
1 1 

-JJ- 



H 



H 



(CH2)4 NH2 



0 



0 CH2-CH2-NH2 
CH-Me 

OH 



RN 301533-14-2 HCAPLUS 

CN L- Threonine, N- (3, 4-dihydroxy-l-oxopentadecyl ) -L-seryl- (2R) - 2, 4- 
diaminobutanoyl-L-a-aspartyl-L-lysyl- (2S) -2, 4-diaminobutanoyl-L- 
allothreonyl- (2Z) -2-ainino-2-butenoyl- (3S) -3-hydroxy-L-a-aspartyl-4- 
chloro-, (9-^13) -lactone (9CI) (CA INDEX NAME) 
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CN Pseudomycin A, 1- [N- ( 3-hydroxy-l-oxooctadecyl ) -L-serine] -2- [ (2R) -2-amino-4- 
[ [ (phenyimethoxy) carbonyl] amino] butanoic acid] -4- [N6- 
[ (phenyimethoxy) carbonyl] -L-lysine] -5- [ (2S) -2-amino-4- 

[[ (phenyimethoxy) carbonyl] amino] butanoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
Double bond geometry as shown. 
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CM Pseudomycin A, 1- [N- ( 3-hydroxy-l-oxoeicosyl ) -L-serine] -2- [ (2R) -2-amino-4- 
[ [ (phenylmethoxy) carbonyl] amino] butanoic acid] -4- [N6- 
[ (phenylmethoxy) carbonyl] -L-lysine] -5- [ (2S) -2-amino-4- 
[[ (phenylmethoxy) carbonyl] amino] butanoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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IT 277758-37-9P 307557-84-2P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of pseudomycin side-chain analogs as fungicides) 
RN 277758-37-9 HCAPLUS 

CN Pseudomycin B, 2- [ (2R) -2-amino-4- [ [ (phenylmethoxy ) carbonyl] annino] butanoic 
acid] -4- [N6- [ (phenylmethoxy) carbonyl] -L-lysine] -5- [ (2S) -2-amino-4- 
[[ (phenylmethoxy) carbonyl] amino] butanoic acid]- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 307557-84-2 HCAPLUS 

CN Pseudomycin B, 1- [N- [ (3S) -3-hydroxy-l-oxotetradecyl] -L-serine] -2- [ (2R) -2- 
amino-4- [ [ (phenylmethoxy) carbonyl] amino] butanoic acid] -4- [N6~ 
[ (phenylmethoxy) carbonyl] -L-lysine] -5- [ (23) - 2 -amino- 4- 

[[ (phenylmethoxy) carbonyl] amino] butanoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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CN Pseudomycin C (9CI) (CA INDEX NAME) 
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307498-52-8P 307498-53-9P 307498-54-OP 
307498-75-5P 307498-76-6P 307498-77-7P 

307498-78-8P 

RL: BAG (Biological activity or effector, except adverse); BSU {Biological 
study, unclassified); SPN (Synthetic preparation) ; BIOL (Biological 
study); PREP (Preparation) 

(preparation and antifungal activity of pseudomycin side-chain analoas) 
307498-30-2 HCAPLUS 

Pseudomycin A, 1- [N- [ (3S) -3-hydroxy-3- (3-octylphenyl ) -1-oxopropyl] -L- 
serine]- (9CI) (CA INDEX NAME) 
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CN Pseudomycin A, 1- [N- [( 3S ) -3-hydroxy-l-oxo-3- [3- (undecyloxy) phenyl] propyl ] ■ 
L-serine]- {9CI) (CA INDEX NAME) 
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RN 307498-33-5 HCAPLUS 

CN Pseudomycin A, 1- [N- [ (3R) -3-hyciroxy-3- ( 3-octylphenyl ) - 1-oxopropyl ] -L- 
serine]- (9CI) (CA INDEX NAME) 
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RN 307498-34-6 HCAPLUS 

CN Pseudomycin A, 1- [N- [ {3R) -3- {3-ciodecylphenyl ) -3-hydroxy-l-oxopropyl ] -L- 
serine]- (9CI) (CA. INDEX NAME) 
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RN 307498-35-7 HCAPLUS 

CN Pseudomycin A, 1- [N- [ (3R) -3-hydroxy-l-oxo-3- [ 3- (undecyloxy) phenyl ] propyl ] 
L-serine]- (9CI) (CA INDEX NAME) 
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RN 307498-52-8 HCAPLUS 

CN Pseudomycin A, 1- [N~ [3-hydroxy-4- [ 3- ( octyloxy) phenyl] -1-oxobutyl] 
serine]- (9CI) (CA INDEX NAME) 
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RN 307498-53-9 HCAPLUS 

CN Pseudomycin A, 1- [N- [ 4- [3- (hexyloxy ) phenyl] -3-hydroxy-l-oxobutyl ] -L- 
serine]- {9CI) (CA INDEX NAME) 
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RN 307498-54-0 HCAPLUS 

CN Pseudomycin A, 1- [N- [4- [3- (decyloxy) phenyl] -3-hydroxy~l-oxobutyl ] 
serine]- (901) (CA INDEX NAME) 
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RN 307498-75-5 HCAPLUS 

CN Pseudomycin A, 1- [N- [( 3R) -3-hydroxy-l-oxo-5- [ 3- (pentyloxy) phenyl ] pentyl ] -L- 
serine]- (9CI) (CA INDEX NAME) 



PAGE 1-A 



H2N- CH2-CH2 



(CH2)4-NH2 

CH2-CO2H 



H 



O 



HN 



H 



H 



I // H R 
OH 0 



R2 



N 
H 



.9 CH2-CH2 -NH2 



N' 
H 



1 



- O- . 



N... 
H -I 



0 

CH-CH2CI 
OH 



OH 

I 



NH-C-CH2-CH ■CH2- 



R 

W 

Me- CH 



Searched by Mary Jane Ruhl x 22524 



Page 254 



Mayer 10/009,654 



26/05/2004 



PAGE 1-B 



■CH2 



0- {CH2)4 - Me 



PAGE 2 -A 

R2 

I 

H02C~CH 

I 

OH 

RN 307498-76-6 HCAPLUS ^ . 

CN Pseudomycin A, 1- [N- [ ( 3S ) -3-hydroxy-l-oxo-5- [ 3- (pentyloxy) phenyl] pentyl] -L- 
serine]- (9CI) (CA INDEX NAME) 
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RN 307498-77-7 HCAPLUS 

CN Pseudomycin A, 1- [N- [5- [3~ (heptyloxy) phenyl] -3-hyciroxy-l-oxopentyl J -L- 
serine]- (9CI) (CAINDEX NAME) 
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RN 307498-78-8 HCAPLUS 

ON Pseudomycin A, 1- [N- [3-hydroxy-5- [ 3- (nonyloxy) phenyl] -1-oxopentyl ] -L- 
serine]- (9CI) (CA INDEX NAME) 
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IT 307498-27-7P 307498-28-8P 307498-29-9P 
307498-49-3P 307498-50-6P 307498-51-7P 
307498-69-7P 307498-70-OP 307498-71-lP 
307498-72-2P 307498-74-4P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and antifungal activity of pseudomycin side-chain analogs) 
RN 307498-27-7 HCAPLUS 

ON Pseudomycin A, 1- [N- [ 3-hydroxy-3- { 3-octylphenyl) -1-oxopropyl] -L-serine] -2- 
[ (2R) -2-amino-4- [ [ (phenylmethoxy ) carbonyl] araino] butanoic 
acid] -4- [N6- [ (phenylmethoxy) carbonyl] -L-lysine] -5- [ (2S) -2-amino-4- 
[[ (phenylmethoxy) carbonyl] amino] butanoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 307498-28-8 HCAPLUS 

ON Pseudomycin A, 1- [N- [3- { 3-dodecylphenyl) -3-hydroxy-l-oxopropyl] -L-serine] - 
2- [ (2R) -2-amino-4- [ [ (phenylmethoxy ) carbonyl] amino] butanoic 
acid] -4- [N6- [ (phenylmethoxy) carbonyl] -L-lysine] -5- [ (2S) -2-amino-4- 
[[ (phenylmethoxy) carbonyl] amino] butanoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 307498-29-9 HCAPLUS 

CN Pseudomycin A, 1- [N- [ 3-hydroxy-l-oxo-3- [ 3- (undecyloxy) phenyl] propyl ] -L- 
serine] -2- [ (2R) -2-ainino-4- [ [ (phenylmethoxy ) carbonyl] amino] butanoic 
acid] -4- [N6- [ (phenylmethoxy) carbonyl] -L-lysine] -5- [ (2S) -2-amino-4" 
[[ (phenylmethoxy) carbonyl] amino] butanoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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307498-49-3 HCAPLUS 

Pseudomycin A, 1- [N- [3-hydroxy-4- [3- (octyloxy) phenyl] -1-oxobutyl] -L- 
serine] -2- [ (2R) -2-aiaino-4- [ [ ( 2-propenyloxy) carbonyl] amino] butanoic 
acid] -4- [N6- [ (2-propenyloxy) carbonyl] -L-lysine] -5- [ (23) 
propenyloxy) carbonyl] amino] butanoic acid]- {9CI) {CA 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 307498-50-6 HCAPLUS 

CN Pseudomycin A, 1- [N- [4- [3- (hexyloxy) phenyl] -3-hydroxy-l-oxobutyl ] -L- 
serine] -2- [ (2R) -2-amino-4- [ [ ( 2-propenyloxy ) carbonyl] amino] but anoic 
acid] -4- [1SI6- [ (2-propenyloxy) carbonyl] -L-lysine] -5- [ (23) -2-araino-4- [ [ (2- 
propenyloxy) carbonyl] amino] butanoic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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CN Pseudomycin A, 1- [N- [4- [3- (ciecyloxy) phenyl] -3-hydroxy-l-oxobutyl ] -L- 
serine] -2- [ (2R) -2-amino-4- [ [ ( 2-propenyloxy ) carbonyl] amino] butanoic 
acid] -4- [N6- [ (2-propenyloxy) carbonyl] -L-lysine] -5- [ (2S) -2-amino-4- [ [ (2- 
propenyloxy) carbonyl] amino] butanoic acid]- (9CI) (OA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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CN Pseudomycin A, 1- [N- [ 3-hydroxy-l-oxo-5- [3- (pentyloxy) phenyl ] pent yl ] -L- 
serine] -2~ [ (2R) -2-amirio-4- [ [ {phenylmethoxy ) carbonyl] amino ] but anoic 
acid] -4- [N6- [ (phenylmethoxy) carbonyl] -L-lysine] -5- [ (2S) -2 -amino- 4- 
[[ (phenylmethoxy) carbonyl] amino] butanoic acid]- (9CI) (CA INDEX NAME) 
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CN Pseudomycin A, 1- [N- [ (3R) -3-hydroxy- l-oxo-5- [ 3- (pentyloxy) phenyl] pentyl] -L- 
serine] -2- [ (2R) -2 -amino- 4- [ [ ( 2-propenyloxy ) carbonyl] amino] butanoic 
acid] -4- [N6- [ {2-propenyloxy) carbonyl] -L-lysine] -5- [ (2S) -2-ainino-4- [ [ (2- 
propenyloxy) carbonyl] amino] butanoic acid]- (9CI) (CA INDEX NAME) 
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CN Pseudomycin A, 1- [N- [ (3S) -3-hydroxy-l-oxo-5- [3- (pentyloxy) phenyl] pentyl] -L- 
serine] -2- [ (2R) -2-amino-4- [ [ ( 2-propenyloxy ) carbonyl] amino] butanoic 
acid] -4- [N6- [ (2-propenyloxy) carbonyl] -L-lysine] -5- [ (2S) -2-ainino-4- [ [ (2- 
propenyloxy) carbonyl] amino] butanoic acid]- (9CI) (CA INDEX NAME) 
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CN Pseudomycin A, 1- [N- [5- [3- (heptyloxy) phenyl ] -3-hydroxy-l-oxopentyl ] -L- 
serine] -2- [ (2R) -2-amino-4- [ [ (2-propenyloxy) carbonyl] amino] butanoic 
acid] -4- [N6~ [ (2-propenyloxy) carbonyl] -L-lysine] -5- [ (2S) -2-ainino-4- [ [ (2- 
propenyioxy) carbonyl] amino] butanoic acid]- (9CI) (CA INDEX NAME) 
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CN Pseudomycin A, 1- [N- [ 3-hydroxy-5- [3- ( nonyloxy) phenyl ] -1-oxopentyl ] -L- 
serine] -2- [ (2R) -2-ainino-4- [ [ ( 2-propenyloxy ) carbonyl ] amino] butanoic 
acid] -4- [N6- [ (2-propenyloxy) carbonyl] -L-lysine] -5- [ (2S) -2-amino~4- [ [ (2- 
propenyloxy) carbonyl] amino] butanoic acid]- (9CI) (CA INDEX NAME) 
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Serendipitous synthesis of novel dehydro- 
dechloro-pseudomycin B (PSB) derivatives 
Zhang, Yanzhi; Boyer, Robert; Sun, Xicheng; Paschal, 
Jonathan; Chen, Shu-Hui 

A Division of Eli Lilly and Company, Lilly Corporate 
Center, Lilly Research Laboratories, Indianapolis, IN, 
46285, USA 

Bioorganic & Medicinal Chemistry Letters (2000), 
10(8), 775-778 

CODEN: BMCLE8; ISSN: 0960-894X 
Elsevier Science Ltd. 

Journal 
English 

^ww.xv^^x-,. CASREACT 133:59075 

The syntheses and preliminary investigation of antifungal activities of 
two dehydro PSB derivs . as well as one 3-imido-9-dechloro PSB analog are 
described . 

139203-14-8P, Pseudomycin B 

RL: BSU (Biological study, unclassified); PNU (Preparation, unclassified); 
BIOL (Biological study); PREP (Preparation) 

(preparation and antifungal activity of dehydro- and dechloro-pseudomycin B 

derivs . ) 
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RL: ROT (Reactant); RACT (Reactant or reagent) 

(preparation and antifungal activity of dehydro- 
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RN 277758-37-9 HCAPLUS 

CN Pseudomycin B, 2- [ {2R) -2-ainino-4- [ [ (phenylmethoxy ) carbonyl] amino] butanoic 
acid] - 4- [N6- [ (phenylmethoxy) carbony],] -L-lysine] ~5- [ (2S) -2-amino-4~ 
[[(phenylmethoxy) carbonyl] amino] butanoic acid]- ( 9CI ) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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Gianluigi; Ballio, Alessandro 
CORPORATE SOURCE: Istituto di Strutturistica Chimica "G. Giacomello", 

CNR, Montelibretti, Rome, Italy 
SOURCE: European Journal of Biochemistry (1998), 257(2), 

449-456 

CODEN: EJBCAI; ISSN: 0014-2956 
PUBLISHER: Springer-Verlag 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Pseudomycin A is a cyclic lipodepsinonapeptide phytotoxm produced by a 

strain of the plant pathogenic bacterium P. syringae. Like other members 
of this family of bacterial metabolites, it is characterized by a fatty 
acylated cyclic peptide with mixed chirality and lactonic closure. 
Several biol. activities of pseudomycin A are lower than those found for 
some of its congeners, a difference which might depend on the diverse number 
and distribution of charged residues in the peptide moiety. Hence, it was 
of interest to investigate its conformation in solution After the complete 
interpretation of the 2-dimensional NMR spectra, NOE data were obtained 
and the structure was determined by computer simulations, applying distance 
geometry and mol . dynamics procedures. The conformation of the large ring 
of pseudomycin A in solution includes 3 rigid structural regions interrupted 
by 3 short flexible regions that act as hinges. The overall 3-dimensional 
structure of the cyclic moiety is similar to that of previously studied 
bioactive lipodepsinonapeptides produced by other pseudomonads . 

IT 139203-13-7, Pseudomycin A 
RL: PRP (Properties) 

(solution conformation of Pseudomonas syringae MSU 16H phytotoxic 
lipodepsipeptide pseudomycin A determined by computer simulations using 
distance geometry and mol. dynamics from NMR data) 
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Phytochemistry 
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Elsevier 
Journal 

English 



IT 



RN 
CN 



Similarly to other Pseudomonas lipodepsinonapeptides , pseudomycin A 
inhibits proton extrusion from maize roots, promotes closure of stomata in 
Vicia faba, necrosis of tobacco leaves, hemolysis of human erythrocytes, 
affects H+-ATPase activity and proton translocation in plasma membrane 
vesicles, and stimulates succinate respiration in pea mitochondria. In 
general, the biol. activities of pseudomycin A are lower than those of 
syringomycin-E, the prototype member of this family of bacterial 
metabolites. This difference might depend on the diverse number and 
distribution of charged residues in the peptide moiety of these compds . 
139203-13-7, Pseudomycin A 

RL: ADV (Adverse effect, including toxicity); BIOL (Biological study) 

(phytotoxic activities of) 
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AB Peptide antimycotics , termed pseudomycins , display broad spectrum 
antibiotic activity, and in particular are highly effective, non- 
antibiotics against fungal pathogens of human and animal disease, 
peptide antimycotics (pseudomycins ) may be used in the treatment 
fungal pathogen Candida albicans. Also disclosed is a method of 
and isolation, including characterization, of the pseudomycins. 
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(Biosynthetic preparation) ; BSU (Biological study, unclassified) ; PRP 
(Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(pseudomycin peptides from Pseudomonas syringae with antibiotic 
activity) 
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Elsevier 
Journal 
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The covalent structure and most of the stereochem. of the pseudomycins, 
bioactive metabolites of a transposon-generated mutant of a P. syringae 
wild-type strain proposed for the biol . control of Dutch elm disease, were 
determined While 2 pseudomycins are identical to the known syringopeptins 25-A 
and 25-B, pseudomycins A, B, C, and C are new lipodepsinonapeptides . For 
all of these the peptide moiety corresponds to L-Ser-D-Dab-L-Asp-L-Lys-L- 
Dab-L-aThr-Z-Dhb-L-Asp{3-0H)-L-Thr (4-Cl) , with the terminal carboxyl group 
closing a macrocyclic ring on the OH group of the N-terminal Ser. This is 
in turn N-acylated by 3 , 4-dihydroxytetradecanoate in pseudomycin A, by 
3-hydroxytetradecanoate in pseudomycin B, by 3, 4-dihydroxyhexadecanoate in 
pseudomycin C, and by 3-hydroxyhexadecanoate in pseudomycin C . Some 
preliminary data on the biol. activity of pseudomycin A are reported. 
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occurrence); BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study); OCCU (Occurrence) 

(pseudomycins, novel bioactive lipodepsipeptides from Pseudomonas 
syringae) 
RN 139203-13-7 HCAPLUS 

CN Pseudomycin A (901) (CA INDEX NAME) 
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IT 139203-14-8, Pseudomycin B 139203-15-9, Pseudomycin C 
162443-73-4, Pseudomycin 

RL: BOC {Biological occurrence); BSU (Biological study, unclassified); PRP 
(Properties); BIOL (Biological study); OCCU (Occurrence) 

(pseudomycins, novel bioactive lipodepsipeptides from Pseudomonas 
syringae ) 
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CN Pseudomycin B (9CI) (CA INDEX NAME) 
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CN Pseudomycin C (9CI) (CA INDEX NAME) 
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Pseudomycin A, the predominant peptide in a family of 4, showed selective 
phytotoxicity and had impressive activity against the human pathogen 
Candida albicans. Amino acid, mass spectroscopic, and comparative 
electrophoretic and chromatog. analyses revealed that the pseudomycins are 
different from previously described antimycotics from P. syringae, 
including syringomycin, syringotoxin, and syringostatins . Pseudomycins 
A-C contain hydroxyaspartic acid, aspartic acid, serine, arginine, lysine, 
and diaminobutyric acid. The mol . masses of pseudomycins A-C, as determined by 
plasma desorption mass spectrometry, are 1224, 1208, and 1252 Da, resp . 
Pseudomycin D, on the other hand, has a mol . mass of 2401 Da and is more 
complex than pseudomycins A-C. 

IT 139203-13-7, Pseudomycin A 139203-14-8, Pseudomycin B 
139203-15-9, Pseudomycin C 
RL: BIOL {Biological study) 

(antifungal antibiotic, from Pseudomonas syringae) 
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=> d que Stat 159 
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NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 



GRAPH ATTRIBUTES: 

RING{S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 61 



STEREO ATTRIBUTES: NONE 

L56 179 SEA FILE=REGISTRY SSS FUL L54 

L57 26 SEA FILE=HCAPLUS ABB=ON L56 

L58 7 SEA FILE=HCAPLUS ABB-ON L57 AND ?PRODRUG? 

L59 26 SEA FILE=HCAPLUS ABB=ON L57 OR L58 
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=> d his ful 

FILE 'REGISTRY' ENTERED AT 15:32:45 ON 26 MAY 2004 

L6 STRUCTURE 

L7 STR 

E PSEUDOMYCIN/CN 

L8 1 SEA ABB=ON "PSEUDOMYCIN A"/CN 

L9 STRUCTURE 

LlO 9 SEA SSS SAM L9 

Lll 197 SEA SSS FUL L9 

FILE 'HCAPLUS' ENTERED AT 16:00:50 ON 2 6 MAY 2004 

L12 115 SEA ABB=ON Lll 

FILE ' REGISTRY » ENTERED AT 16:01:23 ON 26 MAY 2004 

L13 STR L9 
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L15 STR L13 

L16 STR L13 

L17 9 SEA SSS SAM L16 

FILE » HCAPLUS' ENTERED AT 17:19:59 ON 26 MAY 2004 
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L53 STR L51 

L54 STR L42,DIS 

L55 9 SEA SSS SAM L54 

L56 179 SEA SSS FUL L54 

^ ^ .^a^ <^ 

FILE 'HCAPLUS' ENTERED AT 18:01:25 ON 26 MAY 2004 { 
L57 2 6 SEA ABB=ON L5 6 

L58 7 SEA ABB=ON L57 AND 7PR0DRUG? ^ ^ . ^ - 

L59 2 6 SEA ABB=ON L57 OR L5 8 ' / / ^.r^ CA ^^-'^-^^'^^ 

SAV L59 MAY654L59/A _2 ^ y^'^^^^'^^^ JU..^'' 

FILE 'REGISTRY' ENTERED AT 18:04:56 ON 26 MAY 2004 /^"^ T^^^^"^' y ^ ..tt..^^ 

SAV L56 AY654L56/A ^ ^^^^y^ Jl^S^ ^^--i^ 
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